• SEP-27-2005 TUE 03:31 PM EDWARD! 




ANGELL 



FAX NO. 817 439 




U,S . National Phase Application of 



Attorney Docket No. 59802US (49947) 



PCT/US03/32672 

Amendment to the Claims: 

Please amend claims 31-33, 47 and 49-51 and cancel without prejudice or 
disclaimer claims 9-12. The following listing of claims will i^lacc all prior versions, 
and listings, of claims in the application: 

1 . (Original) A method for determining the risk of reproductive 
failure in a cell comprising: 



average length of a control telomere; 

to thereby determine the risk of reproductive failure in the cell, 

2. (Original) The method of claim 1, wherein the cell is an oocyte, 
an oocyte representative of a population of oocytes, a polar body from a 
fertilized oocyte, or a polar body from an imfertilized oocyte. 

3. (Original) The method of claim 2, wherein the cell is an oocyte. 

4. (Original) The method of claim 1, wherein a labeled telomere- 
specific probe is hybridized to the chromosome prior to measuring telomere 
length of the chromosome, 

5. (Original) Tho method of claim 4, wherein the probe is hybridized 
to telomere repeats. 

6. (Original) The method of claim 4, wherein the probe is peptide 
nucleic acid (PNA)-labeled. 



obtaining at least one chromosome &om the cell; 

measuring telomere length of the chromosome; and 
comparing the measured length of the telomere to the standardized 
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7. (Original) The method of claim 1 , wherein the telomere is 
measured using quajititative fluorescent in situ hybridization (Q-FISH) analysis. 

8. (Original) The method of claim 1 for use in in vitro ferltlizalion 

(IVF). 

Claim 9-12 (Cancelled) 

1 3 . (Original) A method for determining the predisposition of an 
oocyte to reproductive failure comprising: 

obtaining at least one chromosome from the oocyte; 
measuring telomere length of the chromosome; and 
comparing the measured length of the telomere to the standardized 
average length of a control telomere; 

to thereby determine the predisposition of the oocyte to reproductive 

failure. 

14. (Original) The method of claim 13. wherein a labeled telomerc- 
specific probe is hybridized to the chromosome prior to measuring telomere 
length of the chromosomo. 

1 5 . (Original) The method of claim 14, wherein the probe is 
hybridized to telomere repeats. 

16. (Original) The method of claim 14» wherein the probe is peptide 
nucleic acid (PNA)-labelcd. 

17. (Original) The method of claim 14, wherein the telomere is 
measured using quantitative fluorescent in situ hybridization (Q-FISH) analysis. 
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18. (Original) The method of claim 13, wherein the oocyte is 
representative of a population of oocytes. 

19. (Original) A method for selecting a fertilized oocyte with a low 
risk of reproductive failure for in vitro fertilization, comprising: 

obtaining at least one chromosome from the polar body of the 

fertilized oocyte; 

measuring telomere length of the chromosome; and 

comparing the measured length of the telomere to the standardized 

average length of a control telomere; 

to thereby select a fertilized oocyte with a low risk of reproductive failure for 
In vitro fertilization. 

20. (Original) A method of in vitro fertilization comprising: 
selecting a fertilized oocyte according to the method of claim 19; 

and 

implanting the selected fertilized oocyte in the subject. 

21 . (Original) The method of claim 20. wherein the subject is a 
human. 

22. (Original) A method for optimizing the viability of an embryo 
comprising: 

selecting a fertilized oocyte according to the method of claim 19; 

and 

implanting the selected fertilized oocyte in a subject. 
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23. (Original) The method of claim 22, wherein the subject is a 
human. 

24. (Original) A method for determining the risk of aneuploidy in a 
coll comprising: 

obtaining at least one chromosome from the cell; 

measuring telomere length of the chromosome; and 

comparing the measured length of the telomere to the standardized 
average length of a control telomere; 
to thereby determine the risk of aneuploidy in the cell. 

25. (Original) The method of claim 24, wherein the cell is selected 
from the group consisting of an oocyte, an oocyte representative of a population 
of oocytes, a polar body from a fertilized oocyte, and a polar body from an 
unfertilized oocyte. 

. 26. (Original) The method of claim 24, wherein a labeled telomere- 
specific probe is hybridized to the chromosome prior to measuring telomere 
length of the chromosome. 

r 

27. (Original) The method of claim 26, wherein the probe is 
hybridized to telomere repeats. 

. 28. (Original) The method of claim 26, wherein the probe is peptide 
nucleic acid (PNA)-labeled. 

29. (Original) The method of claim 26, wherein the telomere is 
measured using quantitative fluorescent in sftu hybridization (Q-FISII) analysis. 
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30. (Original) The method of claim 26 for use in vitro fertilization 

(rVF). 

3 1 . (Currently Amended) [A] The method of claim 24 for dot o rmining 
the liak of aneuploidy in a ooU oomp r iaing: 

obtaining at least - one ohromosom e from at looGt one wherein said 

cell is in a population of cells representative of said cell^ 

moaaurine t e lomere length of the chromosom e ; - aa d 

comparing th e moaourod length of the t e lomore to the atandardizod 

averag e l e ngth of a control tolomorc; 

t^tber-eb y ' dotormino tho riak of aneuploidy in the cclL 

32 . (Currently Amended) [A] T;he method of claim 3JL fet 
det e rmining tho rick of anotiploidv inw herein the cell is an oocyt e comprtging - B ' 

obtaining at least one chromosome from at loaot ono oooyt e in - a 

pepu-l ation - of - oocytes representativ e of said oocyt e ; - 

measuring - t e lom e re l e ngth of tho ohr - omosom e ; and 

oomporing - thc mea s ured length of th e t e lom o r o to the atandordlgod 
average length of a control t e lomer e ; 
to th e r e by det e rmin e th e riok of aneuploidy in tho coll . 

33 • (Currently Amende4) [A]l^ method of claim 33 fo? 

det'eggH«'ae-4he- ^ y i 6 k " ef aneuploidy in an oooyto further comprising: 

obtaining at loaot one ohromooom e from at 4e a s t one oooyte in a 

population of oocyt e s r e pr e s e ntativ e of s aid - o eeytet 

hybridizing telomere^-specific probes to said chromosome; and 
performing quantitative fluorescent in situ hybridization (Q-FISH) 

analysist 

moaouring telom e re length of tho ohromooomo; and 
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— ■■ — comparing th e tn e as ^i^ Qd-lGngth of tho tolomoro to the standardiz e d 

average length of a oontrol t e lomer e ; 

to thoroby dotormine th e rialc of anouploidy in tho colL 

34. (Original) A method for selecting a fertilized oocyte with a low 
risk of aneuploidy for in vitro fertilization, comprising: 

obtaining at least one chromosome from the polar body of the 
fertilized oocyte; 

hybridizing telomere-specific probes to said chromosome: 
performing quantitative fluorescent in situ hybridization (Q-PISH) 

analysis; 

measuring telomere length of the chromosome; and 

comparing the measured length of the telomere to the standardized 

average length of a control telomere; 

to thereby select a cell with a low risk of aneuploidy. 

35. (Original) A method for determining the predisposition of an 
oocyte to anouploidy comprising: 

obtaining at least one chromosome from the oocyte; 
measuring telomere length of the chromosome; and 
comparing the measured length of the telomere to the standardized 
average length of a control telomere; 

to thereby optimize tho viability of the embryo. 

36* (Original) The method of claim 35, wherein a labeled telomere- 
specific probe is hybridized to the chromosome prior to measuring telomere 
length of the chromosome. 



Page -8- 

PAGE 2S29 * RCVD AT 9Q7/2005 3:25:26 PM [Eastern DayGghtr^^^ 



SEP-27-2005 TUE 03:32 PM EDWARD! 




MGELL 



FAX NO. 817 439' 



P. 



U.S. National Phase Application of 



Attorney Docket No. S9802US (49947) 



PCT/US03/32672 

37. (Original) The method of claim 36, wherein the probe is 
hybridised to telomere repeats. 

38. (Original) The method of claim 36, wherein the probe is peptide 
nucleic acid (PNA) -labeled. 

39- (Original) The method of claim 35, wherein the telomere is 
measured using quantitative fluorescent in situ hybridization (Q-FISH) analysis. 

41 V (Original) The method of claim 35, for use in vitro fertilization. 

42. (Original) The method of claim 35, wherein the oocyte is 
representative of a population of oocytes. 

43. (Original) A method of pre-implantation genetic testing to 
identify an oocyte with a predisposition to aneuploidy comprising: 



average length of a control telomere. 

44. (Original) The method of claim 43, wherein a labeled telomere- 
speciHc probe is hybridized to the chromosome prior to measuring telomere 
length of the chromosome. 

45. (Original) The method of claim 43, wherein the telomere is 
measured using quantitative fluorescent in situ hybridization (Q-FISH) analysis. 



obtaining at least one chromosome from the oocyte; 
measuring telomere length of the chromosome; and 
comparing the measured length of the telomere to the standardized 
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46. (Original) The method of claim 43 for use in vitro fertilization 

(IVF). 

47. (Currently Amended) The method according to any of tho 
P*eeed4«g-claimf sJL further compriaitig obtaining a probe for hybridizing to the 
clu-omosome. 

48. (Original) The method according of claim 47, wherein said probe 
is a labeled telomere-specifJc probe. 

49. (Currently Amended) The method according to any of tho 
P»6ed«fr^5laim[s]4S. wherein the telomere specific probe comprises'a nucleic 
acid sequence identified by any one of SEQ ID NOS: 1 through 10. 

50. (Currently Amended) The method according to any of tho 
^?eeediag^laim[s]M. wherein the telomere specific probe comprises a nucleic 
acid sequence having at least about 80 percent sequence identity to any one of 
SEQ ID. NOS. 1 through 10. 

51. (Currently Amended) The method according to my of tho 
p*e©ed«ig-claim[sJ48, wherein the telomere specific probe comprises a nucleic 
acid sequence having at least about 90 percent sequence identity to any one of 
SEQ ID. NOS. 1 through 10. 

52. (Original) A kit for determining the risk of reproductive failure 
and/or aneuploidy in a cell comprising 

reagents for preparing a chromosomal spread fix>m the cell or at least one cell in 
a population of cells representative of said cell; labeled telomere-specific 
repeat probes; reagents for performing quantitative fluorescent in situ 
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hybridization (Q-FISH) analysis on the chromosomal spread; and iiistnictions 
for measuring the length of a telomere obtained from the chromosomal spread, 
or obtained from a chromosome of said cetl, and comparing the measured 
length of the telomere to the standardized average length of a control. 

53. (Original) The kit of claim 52, wherein the chromosome is 
obtained £rom a cell selected from the group consisting of an oocyte, an oocyte 
representative of a population of oocytes, or the polar body from a fertilized or 
unfertilized oocyte. 

54. (Original) The kit of claim 52, wherein the probes are peptide 
nucleic acid (PNA)-labeled. 
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